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WARNING

Adufts and Pediatrics: Intravenous VERSED has been associated with respiratory depress(un and mpuatory arrest, especially when used for sedation in noncritical
care settings, In some cases, where this was nat recognized pmmpﬁy and treated effectively, death or hypoxic encephaiapathy has resuited. Intravenous VERSED
shouid be used only in hospital or ambulatory care settings, including lglhysu;lans and dental offices, that provide for camlnunus magnitoring of respitatory and car-
diac function, e, pulse oximetry. Immediate availability of resuscitative drugs and age- and size-anpropriate equipment for bag/valve/mask ventilation and intubation,
and persannel trained in their use and skilled In airway management should he assured (see WARNI!%S For deeply sedated padxatnc paﬁents, a dadicated individu-
al, other than the practitioner performing the procedure, should manitor the patient throughout the

The initial imravencus dosa for sedation in adult patients may be as fittle as 1 mg, bt should not med 2.5 mg in a normal !malmy adult. Lower doses are neces-
saty for older {over 60 years) or debilitated patients and in patients receiving concomitant narcotics o other central nervous system (CNS) depressamts The mitia! A
dose and il subsequent doses shauld always be titrated siowly, administer over at least 2 minutes and allow an additional 2 or more minutss to full

sedative effect. Tha use of the 1 mg/mi, formuiation ar cilution of the 1 mg/mL or 5 mg/mL formulation is recommended to facilltate slower injection, Doses of
sedative medications in pediatric patients must be calculated on a mg/kg basis, and Initiat doses and aif subsenuent doses should al vs%%l}lo titrated slowly. The ini~
lnai g:gti%m): dosa of VERSED for sedanmlanxlotyslslamnesa Is age, procedure, and youte dependent (ses DOSAGE AND ON for complete dosing
Neonates: VERSED should not be administered by rapid injection in the neonatal pepulation. Severa hypotensicn and seizures have been reported following rapid
IV administration, paniculady with concomnitant use of femanyé (ses DOSAGE ANB EDMINISTRATIDN ¥gr compieta Information). e e

DESCRIPTION: VERSED s a water-soluble benzodiazeping avaﬂab!e asa stenie. n m%mgeni: parenterai dosage form for intravenous or intramuscular injection, Each mL
contains midazolam hydmchlorida equivalent to 1 mg or 5 mg midazolam compou ith 8% sodium chloride and 001% edetate disodium, with 1% i alcohol as
preservative; the pH Is adjusted to approximately 3 with hydrochlorie acid and, it necassaxy sodiur hydraxide,

Midazolam is a white to fight yellow crystalline compound, insolubls in weter The chloride saft of midazolam, which is formed i1 situ, is soluble in aqueous solutions.
Chemically, midazolam HCl is 8-chioro-6-{2-flucrophenyl)-I-methyl-4 Himidazo(}, 5-a}[14}benzodlazemm hydmmlorlde. Midazolam hydmch!oﬂda has the empirical
formnula CyHyuCIFNy#HCI, a caleulated molecular weight of 3 and the following structural formeiaz

CLINICAL PHARMAGOLOGY: VERSED Is a short-acting benzodiazepine central nervous system (CNS) depressant,
The effects of VERSED on the ONS are dependent on the dose administered, the mute of adrninistration, and the presence or absen ther medications. Onset time of
sedative gffects atter M administration in adults is 15 minutes, with peak sedatian oceurring 30 to 60 minutes following mgect!on ln one adult study, when tested the
following day, 73% of the patlents who received VERSED Int mmuscularily had no recall of memory cards shown 30 minutes following drug administration; 40% had no
recall of the memory cards shown 60 minutes following drug administratlon. Onset time of sedative effects.in the psdiatric population begins within 5 minutes and peaks at
5 :o530 om'h}*xg@ dependl mfg&un the dose administered. In pediatric patients, up to 85% had no recall of pictures shown aftar receiving intramuscelar VERSED com

ﬂ
Sedaﬂcn in aduit and pedmnc patlents is achieved within 3 to 5 minutes atter Intravencus (1V) injection; the time of unset is affectsd by total dose administered and the
concutrent administration of narcotic Premedicaﬂon Seventy-one percent of the adult patients in endoscopy stucies had no recall of introduction of the endoscape;
82% of the patients had no recait o wnhdrawal of the enduscnp& In one study of pedzame paﬁams unde‘;gggjlumbar puncture or bone marTow aspiration,
88% of patients had impaired recall vs 9% of the placeho controls. In another padiatric ohcology patients were amnestic compared with
35% of patients who had received femznyi aloae.
When VERSED Is given [V as an anesthetic induction agent, induetion of anesthesta eccurs In anpmumate 15 mmutm when narcotic premedication has been adminis-
tered and in 2 to 2.5 minutes without narcofic premedication or other sedative premedication. S tast of memory was noted in 90% of the patients
studied. A dose respanse study of pediatric patients premedicated with 10 mg/kq Imramuswlar (IM) meperidina found mat only 4 cut of 6 pediatric tgaﬂens who received
600 po/kg IV VERSED fost consciousness, with eye closing at 108 + 140 seconds. This group was co with pediatric patients who were given mpemal 5 mg/kg v
& out of 6 closed their eves at 20 + 3.2 seconds, VERSED did not dependably inducs amsthwa at this dose despite ennmmaant opiokd administration in pediatric
VERSED, used asdmzcted. does not detay awakening from general anesthesia in aduits. Gross tests of recuvery after awakening {orfentation, ability to stand andwalk.suit-
ability for discharge from the mcovery room, tetum lo baseline Trieger competency) usually Indicate recovery within 2 hours but recovery may taka up to 6 hours in some
cases. Whan compared with patients wha raceived thiopental, patients who received midazofam generafl mcwered at a stightly slower rate, Recovery from anesthesia or
. sedation for procedures in pediatric patients depends on the dose of VERSED administered, cuadmmtsuaga other medications caysing CNS depmssm and duration of

the procedure,
In patients without Intracranial lesions, induction of general anesthesia with IV VERSED Is associated with 3 moderats. decrease in cerebrospinal ﬂuld ure {lumbar
puncture measuramems), similar to that chserved folloMng IV thiopental. Pre!lmmarv data In neurosurgical patlents with normal intracranial pressure bul ed compl-

ance (subarzchnoid screw measurements) show comparable elvations of Intracranial pressure with VERSED and with thiopantal during intubatlon. No sirmlar studies have
been reported in pediatric patients.
The usual recommended intramuscular premedicatin gndosas of VERSED do not depress the ventilztory to carbon dicxide stimulation to a ciinically significant
extent in aduits. Intravenous induction doses of VERS! tha ventilatory response fa carhon dioxide stimulation for 15 minutes or more heyond the duration of venti~
latory depression following adminlsiratmn of miapemat in aduits, Impaarment of ventilatory response fo carbon dioxide is mum marked in patrents with ¢heonic
obstructive pulmonary disease (COPD). Sedation with IV VERSED does niot adversely affect the mechanics of rasp tlon (resistan Vulume mea-
surements); total lung capacity and peak expiratory flow decrease sxgmﬁmnt!y but static co m lance and maximum expiraory ﬂow at 50% of awm capacity
{V,ne,) inCrEaSE. in one study of pediatric patients under general anesthesia, intram (100 or 200 Mo)msstmnwdapmss 0 diox
ide in a dosa-related manner.
ln cardiac hemodynamic studles in aduits, IV Induction of general anesthesia ﬂh VERSED was assotiated with a slight to moderate decrease in mean arterial
ressiire, cazﬂiandgutput, shoks volume and systemic vascular resistance. Slow rates (less than 65/minute), pamcula?@ in patlents taking propranciof for angina,

m ded 1o rise slightly; faster heart rates 85/minute) tendad to. siow stlghﬂv In pediatric patients, a comparison of IV VB?S‘:‘D 500 ug/k!l) Vﬂﬂ' propoial * -
n rise y; (eg, ) patients Who reeummd paris ( in systolic blood pressure

g5mg/kg) edameams% decrease in.systolic bicod ptmi VERSEDvsamanzs%




Pharmacokineties: Midazolam’s activity is primarily due to the parent drug. Elimination of the parent drug takes placa via hepatic metabolism of midazolam fo hydroxy-

iated metabolites that are conjugated and excreted In the trine, Six single-dosa pharmacokinetic studles invoiving heaithy aduits yield pharmacokinetic parameters for

midazofam in the following ranges: volme of distribution (Vd), 10 to 31 Lkg; élimination half-life, 18 to 64 hours &mean D 3 hours); total ctearance {Cl),

0.25 to 0,54 Uhr/kg. In a parailel group study, there was no difference in the clearance, in subfects administered 015 m&ﬁq {n=4) ang 0.30 me/kg (n=4) IV doses

ikr;:gaigng l;gieardokxneﬁcs. The clearance was successively reduced by approximately 30% at deses of 045 mg/kg {n=4) and 0.6 mg/kg (n=5) indicating non-linear
s in this dose range.

Absarption: The absolute bicavailability of the intramuscular route was greater than 0% in a crossover study in which heal!‘%suhiects (n=17) were administered a
75 mg IV or M dose. The mean peak copcentration (C,,.& and time to peak (T, following the IM dose was 90 ng/mi. {20% C¥) and 0.5 huurﬂzsﬂ% GV). Gy for the
T-hydmxy metabuoiite following the IM dose was 8 ng/ml. (T=10 hour), - .

Following IM administration, Cye, for midazelam and its 1-bydroxy metabolite were appraximately one-haif of thosa achieved after infravencis injection. .

Distribution: The valume of distribution (Vd) determined from six single-dose pharmacokinetic studies involving healthy aduits ranged from 10 to 31 Ltkg. Female

gender, old age, and ohesily are associated with increased values of midazolam Vd. In humans, midazolam has been shown 10 cross the placanta and enter into Tetal

circulation and has bean detected in human milk and GSF (see Specia! Populations). :

In aduits and pediatric patients older than 1 year, midazolam is approximately 97% bound o plasma protein, princigally albumin.

Metabolism: In vitro studies with human fiver microsemes indicate that the biotransformation of midazolam Is medlated by cytochrome P45D 3A4, This cytochrome also

appears o be present in gastrointestinal tract mucosa as well as fiver Sixly to saventy percent of the blotransformation products is Thydroxy-midazola (also termed

alpha-hydroxy-midazolam) while 4-hydroxy-midazolam constitutes 5% or less. Small amounts of a dlhydroxy derivative have also been detected but not

quantified, The principal urinary excretion products are glucuranide conjugates of the hydroxylated derivatives.

Drugs that inhibit the activity of cytochrome PASD 3A4 may inhibit midazolam clearance and elevate steady-state midazolam concentrations.

Studies of the intravenous administration of 1-hydmxy-midazolam in humans suggest that 1-ydroxy-midazalam is at least as potent as the parsnt compound and may con-
~ribute to the net pharmacologic activity of midazolamy. In vitro studies have demonstrated that the affinities of 1 and 4~hydroxy-midazolam for the benzodlazeping receptor

are approximately 20% and 7%, respectively, relative to midazolam.

Excretion: Clearance of midazolam Is reduced In association with old age, congestive heart failure, fiver disease (cirrhosis) or conditions which diminish cardiac
output and hepatic bicod flow, ’

The principal urinary excretion product Is 1-hydroxy-midazolam in the form of a glucuronide conjugate; smaller amounts of the glucuronide conjugates of 4-hydroxy- and
dihydraxy-midazolam are detected as well, The amount of midazolam exereted unchanged in the urine after a single IV dosa is less than 0.5% (n=5). Following 2 single IV
Infusion in § healthy volunteers, 45% to 57% of the dose was excreted in the urine as *-hydroaxymethyl midazolam conjugate.

Pharmacokingtics-Continuous Infusion: The pharmacokinetic profile of midazolam foltowing continuous infuston, based on 282 adult subjects, has been shown to be similar
to that following single-dose administration for subjects of comparable age, gender, body habitus and heaith status, However, midazolam can acoumulate in ?e[mheral tis-
sues with continuous infusion. The effects of accumulation are greater after long-term infusions than after short-term Infusions. The effects of accumulation can be
reduced by maintaining the lowest midazolam infusion rate that produces satisfactory sedation.

Infrequent hypotensive episodes have occurred during continuous infusion; however, neither the time to onset nor the duration of the episode appeared to ba refated to plas-
ma concentrations of midazolam or alpha-hydroxy-midazoiam, Further, there does not appear to be an increased chance of occurrence of a hypotensive episade with
increased loading doses. .

Patlents with renal impairment may have longer glimination haif-fives for midazelam (see Speciyl Populations: Renal Failure).

Spacial Populations: Changes i the pharmacokinetic profile of midazotam dua to drug interactions, physiological variables, ete., may result in changes in the plasma con-
centration-time- profile and pharmacological response to midazolam in thess patients.. For example, patients with acute renal faifure appear to have a longer
efitnination haif-life for midazolam and may e;g:nence delayed recovery (see Special Populations: Renai Failure). in ather groups, the relationship between prolonged halt-
life and duration of effect has not been establisned. : -

Pediatrics and Neonates: In pediatric patients aged 1 f;:ear and oider, the pharmacokinetic properties following a single dose of VERSED reported in 10 separate
studles of midazolam are similar to those in aduits, Weight-normalized clearance is similar or higher (018 to 0.80 L/hi/kg) than in aduits and the terminal elimination half-
ife (078 to 3.3 hours) is similar to or sharier than in adults. The pharmacokinetie properties during and following continuous intravenous infusion in pediatric patients in
1he operating room as an adfunct 2o general anesthesia and in the intensive care environment are similar to those in aduits,

In seriously itl neonates, however, the terminal efimination half-life of midazelam Is substantiafly prolonged (6.5 to 1210 hours) and the claarance reduced (007 to

012 L/he/kg) compared 1o healthy adults or ather groups of pediatric patients. [t cannot be determined if thase differences are dua to age, immature organ function o

metabolic pathways, underlying fliness or debility. ) o

* Obese: In a study comparing normals {n=20) and obese patfents (n=20) the mean half-fife was greater in the obese group (5.9 vs 2.3 hours). This was due to an increass
- of approximately 50% in the Vd corrected for totel body weight, Tha clearancs was not significantly ditferent between groups.

Geriatric: in three parallel group studies, the pharmacokinetics of midazolam administered IV or IM were compared in young (mean age 29, n=52) and healthy elderty sub-

Jects (mean age 73, n=53), Plasma half-life was approximatefy two-fold higher in tha elderty. The mean Vd based on total body weight increased consistently 5%

10 160% in the elderly. The mean Cl decreased approximately 25% in the elderly in two studies and was similar to that of the younger patients in the other.

Congestive Heart Failure: In patients suffering from congestive heart failure, there appeared 1o be a two-fold Ingreasa in the elimination hatt-life, a 25% decrease in the plas-

ma clearance and a 40% increase in the volurme of distribution of midazolam,

Hepatie Insufficiency: Midazolam pharmacokinetics were studied after an IV single dose (0075 ma/kg) was administered to 7 patients with biopsy proven alcoholie cirrhosis

and 8 controf patients. The mean haif-life of midazolam increased 2,5-fold im alcnhoiic paﬁentgs{k&)earancs was reduced by 50% and the Vdp?rym%ased by 20%. In anath-

er study in 21 male patients with cirrhosis, without ascites and with normal kidney function as determined by creatinine clearance, no changes in the

pharmacokinetics of midazolam or -hydroxy-midazolam were observed when compared to healthy individuals.

Renal Failure: Patients with renal impairment may have longer efimination half-lives for midazolam and its metabalites which may result In stower recovery.

Midazotam and +hydroxy-midazolam pharmacokinetics in 6 ICU patients who developed acute renal failure (ARF) were compared with a normal renal function controf

up. Midazolam was administered as an infusicn (5 to 15 mo/tw). Midazolam leatancs was reduced {19 (vs 28 mb/rminvkg) and the haif-life wmmmnged ug:s vs
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Fhetabite lvels and prolonged sedation s Unclear, - i mes o parent drug

In a study of chronic renal failure patients (n=15) recaiving a single IV dose, there was a two-foid increasa in the clearance and volume of distribution but the half-ife

mmained“mchanged. Meatabolite levels were not ssizsdied.

Plasma Concentration-Etfect Relationship: Concentration-effect relationships (after an IV dose) have been demonstrated for a varisty of pharmacodynamic measures (eg, reac-

1lon time, eye movement, sedation) and are associated with extensive intersubject variability. Logistic regression analysis of sedation scores and steady-state plasma concen-

tration indicated that at plasma concentrations greater than 100 ng/mi. there was at least 2 50% probability that patients would be sedated, but respond to verbal commands

(sedation scare = 3), At 200 ng/mL there was at lsast a 50% probability that patients would be aslesp, bist respand to glzbellar tap (sedaticn score = 4

Drug Interactions: For information concerning phanmacokinetic drug interactions with VERSED (see PRECAUTIONS).

INDICATIONS: Injectable VERSED is indicated:

« intramuscularly or intravenously for precperative sedation/anxiolysis/amnesia; -
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o VERSED® (misazotam HEl)

« intravenously as an agent for Sedation/anxiotysis/amnesia prior o or during diagnostic, therapeutic or endoscopic procedures, such as bronchoscopy, gastruscopy.
cystosco;:ﬁ, coronary angicgraphy, Cadiac catheterization, oncology procedures, radiologic procedures, suture of lacerations and other procedures either along or in combi-
nation with other CNS depressants;

« intravenousiy for induction of generaj anesthesta, before administration of other anesthetic ‘algems. With the use of narcotic premedication, induction of anesthesia can ba
attzined within a relatively narrow dosa range 2nd In a short period of time. intravencus VERSED can also be used 4s a component of Intravencus supplementation of
nitrous: oxide and axygen (balanced anesthesta);

« gontinuous intravenous infusion for secation of intubated and mechanically ventitated patients 38 a companent of anesthesia or during treatment in a critical care setting.

VERSED is associated with a high incidencs of partial ar complats impairment of recall for the riest severat hiours (see GLINICAL PHARMACGLOGY).

CONTRAINDICATIONS: Injectable VERSED Js contraindicated in patlents with 3 known hypersensitivity to the dnug. Benzodiazepines are cantraindicated in patients with
acute narrow-angle glaucoma. Benzodiazepines may be used in patients with open-angia giaucorma only if they are receiving appropriate therapy. Measursments of Intraccu-
far pressure in patients without ey disease show a moderate lowering following induction with VERSED; patients with glaucoma have riot been studied.

VERSED is not Intended for intrathiecal or epidural administration dus to the presence of the preservative benzyl alcohot in the dosage form.

WARNINGS: VERSED must never he used without individualization of dosage pariicularly when used with cther medications capatie of producing central nervous
s}cstem depression. Prior to the infravenous administration of VERSED-in any dose, the immedlate availability of oxygen, resuscitative drugs, ags- and
slze-appropriate equipment for bag/vatve/mask ventllation and intubation, and skilled persannel for the maintananca of a patent airway and suppost of ventilation
shouid ba ensured, Patients should ba cantinuously manitored with some means of detection for early signs of ypoventilation, airway obstruction, or apnea, is, puise
eximetry. Hyrmenﬁlatlnn. alrway obstruction, and spnea can Iead to hypoxia and/or cardiac arrest uniess effactive countermaasures are taken immediately. The imme-
diate availanility of specific reversal-agents-(flumazenil)- is- highiy- recommended. Vital signs should continue 1o be monitored during the recovery period. Bacause intra-
venous VERSED depresses respiration (ses CLINICAL PHARMAGOLOGY) and because oploid aqgonists and other sedatives can'add to this depression, VERSED should be
administered as an induction agent anly by a person trained in general anesthesia and should be used for sedation/anxiolysis/amnesia only in the presence
of personnel skilled in early detection of hypoventilation, maintaining a patent airway and supporting ventiiatlon. Whan used for sedation/anxiolysis/
amnesia, YERSED should afways ba titrated stowly In aduit or pediairic gatients. Adverse hemodynamic avents have been reparted in pediatric patients with cardiovasct-
lar instability; rapid intravenous administration shouid aiso be'avoided In this population (sea DOSAGE AND ADMINISTRATION for compiete information).

Serious cardiorespiratory adverse events hava occurred after administration of VERSED, Thes have included respiratory depression, airway abstruction, axygen desatura-
flon, apnea, mpimgry}arrm a;xg/%q cardt:tc arrest, s%rseﬁmqs _r?asxﬁﬁng in deag: “3r pe;gﬂwf neurologic infury. mre also bae;l‘ s?g m@m}? pgfm hypigxtfnsive niﬂsodes
raquiring freatment during or after diagnostic of su manipulations particul in or padiatric patients with hemodynamic i ypotension occurred mom
frequently in the sedation studles in patients premed@med with a nareatic, :

Reactions such as agitation, involuntary movements (including tonic/clonic movements and muscle tremar), hyperactivity and combativeness hava been reported in both
aduit and pediatric patients. These reactions may he due 1o inadequate or excessive dosing or improper administration of VERSED; however, considesation should be %wan
o the possibility of ceredral hypaxia o true paradoxical reactions. Should such reactions oceu, the response o each dose of VERSED and ali other drugs, including ocal
angsthetics, should be evaluated before proceeding. Reversal of such responses with Aumazenil has been reported in pediatric patients.

Concumitant use of barbiturates, aicohot or ather central nervous system depressants mag increass the risk of hypoventilation, airway obstruction, desaturation, or apnea
and may contribute to profound and/er prolonged drug effect. Narcotic premedication also capresses the ventilatory responsa to carbon dioxide stimulation.

Higher risk adult and pediatric surgical patients, elderly patients and debilitated adult and pediatric patients require tower dosagas, whether or not concomitant sedating
megdications have been administered. Aduit or pediatric patients with COPD are unusually sensitive to the respiratory depressant etfect of VERSED, Pediatric and adult
gatnems undergoing procedures involving the upper airway such as upper endoscopy or dental care, are particularly vulierable t episodes of desaturation and hypoventila-
jon due to partial airway obstruction. Aduit and pediatric patlents with chronic renal failure and patients with congestive heart failura eliminate midazolam more slowly (see
CLINICAL PHARMACOLOGY), Because elderty patients frequantly have inetficient function of one or mare organ systems and because dosage requirements have been
shown to decreass with age, reduced initial dosage of VERSED is recommended, and the possibility of profound and/or projonged effect should be considered.
Injectable VERSED should not e administered to adult or pedatric patients in shock or coma, or n acuta alcohof Intoxication with depression of vital signs. Particular cara
shouid he exercised in the use of intravenous VERSED in adult or pediatric patients with uncompansated acute ilnesses, such as severe fluid or electrolyte distusbances,
There have been limited reporis of Intra~arterial injection of VERSED. Adverss events have inchuded focal reactions, as well 2s isolated reports of seizure activity in which no
ciear causal relationship was established. Precautions against unintended intra-artarial injection should bs taken. Exiravasation should also be avoided.
The safety and efficacy of VERSED following nonintravenous and fosintramuscaiar routes of administration have not been estabiished. VERSED should only bé adminis~
tered intramuscutarly or intravenousiy, .
The decision as to when patients who have received injectable VERSED, particutarly on an outpatient basis, may again engags in activitles requiring cnmgie!e mental alert-
ness, operata hazardoys machinery ar drive 2 motor vehicle must be individualized. Gross tests of recovary from the effects of VERSED (ses CLINICAL PHARMACOLOGY)
cannot be refied upon to predict reaction time under stress. it is recommended that no patient operate hazardous machinery or a motar vehicle until the effects of the drug,
su;:en asbdr‘o;{siness. have subsided or until 1 full day after anesthesia and surgery, whichiever is longer. For pediatric patients, particular care should be taken to assure
safe ambuiation. ’ ’ o : :
Usage in Pregnancy: An Increased tisk of congenital malformations associated with the use of benzodiazeing drugs (diazepam and chiordiazepoxide) has been sug-
gested in several studles, If this drug Is used during pregnancy, the patient should ba apprised of the patential hazard o the fetus. »

Withdrawai symptams of the barbiturate type have accurred after the discontinuation of benzodlazepines (see DRUG ABUSE AND DEPENDENCE).

Usage in Preterm Infants and Neonates: Rapid injection should be avokled In the neonatal population. VERSED administered rapidly as an intravenous Injection (fless than
2 minutes) has been associated with severs hypotension in nenates, particularly when the patient has also received fentanyl Likewise, severe hypotension has been
abserved in neonates receiving a continuous infusion of midazolam who then receive a rapid intravenaus injection of fentanyl Seizures have been reporied in several
neonates following rapid intravenous administration.

The neonate alsa has reduced and/or immature organ function and Is also vulnerable to profound and/or prolonged respiratory effects of VERSED,

Expostire o excessive amounts of benzyl alcohol has heen associated with toxisity {hypotension, metabolic acidosis), particularly in neonates, and an increased incidence
of kernicterus, particularly in small preterm infants. There have heen rars reports of deaths, primarily in preterm infants, associated: with exposure o excessive amounts of
benzyi alcahol. The amount of benzyi alcohot from medications is usually considered negilgible compared to_ that received in flush solutions containing benzyl aicahol.
Administration of high dosages of madications (including VERSED) cantaining this preservative must take into account the total amaunt of henzyi alcohol administered. The
recommended dosage range of VERSED for preterm and term infants includes amounts of benzyl alcohol wail below that associated with toxicity; howeves, the amount of
benayl zicohol at which toxicity may oSeur is niot known. If the patlent requires more than the recommended dosages or other medications containing this preservative, the
practitioner must consider the daily metabollc load of benzyl alcohol from these combined sources.
PRECAUTIONS: Géneral: Intravenous doses of VERSED should be decreased for eldery and for debilitated patients (see WARNINGS and DOSAGE AND ADMINISTRATION).
These patients will also probably take longer to recover completely after VERSED administration for the induction of anesthesia.
ﬁSED gr:jes not w;llm{eci aqainst the increase in intracranial pressurs or against the heart rate rise and/or bicod pressure rise associated with endotrachesl intubation under
git general anesthesta. :
Use With Other CNS Degressants: The efficacy and safety of VERSED in cfinical use are functions of the dose administered, the iinical status of the individual patient, and
the use of concamitant medications capable of depressing the CNS. Anticipated effocts range from mild sedation to deep levels of sedation virtually equivalent o a state of
general anesthesia where the patient may require external support of vital functions. Care must be taken to individualize and “"‘3‘“‘& titrate the dose of VERSED to the
patient’s underlying madical/surgical conditions, administer to the desired effect being cartain o wait an adequate time for peak CNS of both VERSED and concomi-
tant medications, and have the personnel and size-appropriate &txglg)nﬂﬂ and facilities available for monitoring and Intervention (see Baxed WARNING, WARNINGS and
. DOSAGE AND ADMINISTRATION). Practitioners administering VERSED must hava the skills necessary 1o manage reasonably foresesabla adverse effects, particulariy skills
in alrway management. For information regarding withdrawat (see DRUG ABUSE AND DEPENDENCE). .
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Information for Patients: To assure safe and effective use of benzodiazepines, the fullowing tformation and instructions should be communicated to the patient when

appropriate:

1. Inform your physician about any alcohol consumpbun and medicine you are now taking, especially blood pressure medication and antibiotics, including drugs you buy
wxumuty:pre%chfbﬂnn Atcon:lnt)x,as an increased effect when consumed with benzodlazepines; theretore, wution should be exercised reganting smm%.é""ﬁm
aiconn! during benzogiazeping treatment,

2. inform your physictan if you are pregnant or are planning to hecome pregnant.

4. Inform your physician i you are nursing.

4. Patients should be informed of the pharmacological effects of VERSED such as sedation and amnesia, which in some patierts may be profound. The decision as to when
pati have received Imectabla VERSED, parﬂculady onan outpauent basis, may again engage in activities requiring completa mamal alertness, operate hazaxdous
machmery ar drive a motor vehicle must be individualized.

5. giatler;‘i;sm rlmx}vmg continuous infusion of midazolam in critical care settings over an edended period of time, may experience symptoms of withdrawal following abrupt

SCO n
Dm{nmlmwanrm sadative effect of intravenous VERSED is actentuated fy any concomitantly administered medication, which depresses the central nesvous system,
ularly narcotics (eg, morphine, meperidine and fentanyl) and also secnbamltal and droperidal. Consaquemtly, the dosage of VERSED shauid be adjusted according to
type and amount of cancomitant medications administered and the desired clinicat responsa (see DOSAGE AND ADMINISTRATION).

Cautian is advised when midazolam is administered concomitantly with drugs that are known to inhibit the PA50 3A4 enzyme system such as cimetidine (not ranitidine},

mghromycin diltiazem, verapamil, ketoconazole and itraconazole. These drug interactions may result in prolonged sedation due to a decrease in plasma clearance of mida-

zolam,

The effect of single oral doses of 800-myg cimetiding and 300 myg ranitidine on steady-state concentrations of midazolam was examined in 4 randomized crossover study

én=8) Cimetidine increased the mean midazolam steady-state concentration from 57 1o 71 ng/ml.. Ranitidine increased the mean steady-state concentration {0

2 ng/mi. No changa in choica reaction time or sedation index was detected after dosing with the H2 receptor antagonists.

In a placebo-controlled study, erythromycin administered as a 500 mg dose. tid, for 1 week (n=6), reduced the clearance of midaxnlam following a single 0.5 mg/kg

IV dose. The half-life was approximately gtmhlm g oK

The effects of diltiazem (60 mg tid) and verapamil {80 mg tld& on the pharmacokinetics and pharmacodynamics of midazolam were mmﬂga!ed in a three-way crossover

study {n=9). The haif-life of midazolam Increased from 5 to 7 hours when midazolam was taken in conjunction with verapamil or diitiazem. No interaction was observedin

haealthy subjects between midazolam and nifedipine.

A moderate reduction in induction dosage requirements of thiogentat (about 15%) has been nuted following use of intramuscutar VERSED for ummedimtmn in adults.

The intravenous administration of VERSED decreases the minimum alveclar concentration (MAC) of halothane required for general anesthesia. This decrease correlates with
the dose of VERSED administered; no simifar studies have been carried cut in pediatric patients but there is no scientific reason to expect that pediatric patients wouid
respond differently than adults.
Although the possibility of minor imteractive effects has not been fully studied, VERSED and pancuronium have been used together in patients without noting clinical
significant ehanges in dosage, onset or duration in adults. VERSED does not protect against the characteristic sirculatory changes nated after administration of succiny
chalie or pancuronium and daes nat protect against the increased intracrantal pressure noted following administration of suctinyicholine. VERSED does not causg 2
clinically significant change in dosage, onset or duration of a single mtuhann%emuse of sucniny(molme. no similar studies have heen caried out in pediatric patients hut
there is no scientific reason 10 expect that pediatric patients would respond differently than adults.
o significant adverse interactions with commoniy used premedications of drugs used during anesthesia and surgery (including atropine, scopolamine, giycopyrrolate,
dlazepam, hydroxyzine, d-tubocurarine, succinyicholine and other nondepolarizing muscia relaxants) or topical local anesthetics {inciuding lidacaine, dyclonine HCI and
Cotacaine) have been abserved in adults or pediatric patients. In neonates, however, severe hypotension has been reported with concomitant administration of fentanyl. This
effeﬁt has gcm Oglmrve«{ in neonates on an infusion of midazolam who received 2 rapid injaction of fentanyl and in patients on an infusion at fentanyl who have received a
rapid injection azolamm,

Caution is advised when midazolam is admiinistered to patients receiving erythromycin since this may result in a decrease in the piasma elsarancs of midazolam.
Drug/Laboralory Test Interactlons: Midazolam has not been shown to interfere with resuits ob!amed in dfinicaf laboratory fests.

Carcinngenesis, Mutagenesis and Impairment of Ferliiity: Carcinogenesis: Midazolamy maleate was administered with diet in mice and rats for 2 years at dosages of
1,9 and 80 mo/kg/day. In female mice in the highest dose gmup thers was a marked increase in tha incidence of hepatic tumors. In high-dose male rats there was a small
But statistlcally significant i mcrease in bamgn thm follicular cell tumars. Dosages of O mg/kg/day of midazoiam maleate (25 times a human dose of
0.35 mg/kg) da’natincrease the incidenca of tumars. athogenesis of induction of these tumors is not known, These tumors were found aﬁer chronic admiristration,
whereas tuman use will ordinarily be of single or several doses.

Mutagenesis: Midazolam did not have mutagenic activity in Saimonelia typtimurium (5 bacmm strains), Chinese hamster tung cells (V79} human lymphocytes or in the
micronucieus test n mice.

Impairment ot Fertility: A reproduction study in male and ferale rats did not show any impairment of fertility at desages up to 10 Imes the human IV dose of 0.35 mg/g.
Pregrancy: Teratogenic Effects: Pregnancy Category D (see WARNINGS).

Segment If teraology studies, performed with midazolam maleate injectable in rabbits and rats at 5 and 10 times the human dose of 0.35 kg, did not show evidencs of

enicity.
ﬂonferatzzgenic Effects: Studles in rats showed no adverse effects on mpmducﬁva parameters during gestation and lactation. Dasages tested were approximately
10 times the human dase of 0.35 mg/kg.

Labor and Delivery; in humans. measurabia levels of midazolam were found in maternal venous serum, umbilical venous and arterial serum and amniotic fluid, indicating
%:mcerrlal transfer :xf c‘ohgeg)uu?aﬂ Fullowing intramuscular administration of G035 mg/kg of midazelam, both the verous and the umbilical arterial serum concentrations were
ons.

The use of Injectable VERSED in obstetrics has not been evaluated in clinical studies. Because midazolam is transferred transplacentally and because other benzodiazepines
given in the last weeks of pregnancy have resufted in neonatal CNS depression, VERSED is not recommended for obstetrical use.

Nursing Mothers: Midazolam is excreted in human milk. Caution siould be exercised when VERSED is administered to a nursing woman,
Pedlatric Use: The satety and etficaty af VERSED far sedation/anxiolysis/amnesia following single dose intramuscular administration, intravencusly by intermittent

injections and continuous infusion have been established in pediatric and neonatal patients. For specific safety monitoring and dosage guldelmes _ﬁes Boxed WARNING,
GLINICAL PHARMACOLOGY, NDICKI'IDNS WARNINGS PRECAUTXUNS ADVERSE REAGTIONS, OVERDOSAGE and DOSAGE AND ADMIN| NLIKE ADULT
PATIENTS, PEDIATRIC PATIENTS GENERALLY RECEIVE INCREMENTS OF VERSED ON A M&/KG BASIS As a up pediatic patients qeneml!y require gher dosages of
VERSED {mg/kg) than do aduits. Ynunger less than six years) pediatric patlents may require higher dmges q) than older peciatric patients, and may reguire clos-
er mcmtnring ln obese PEDIATRIC PAT] the dose shn d be caiculated based cn {deal hody weight. SED is given In conjunction with opicids ar ather
otential for respiratory depression, afrway obstruction, or hypoventilation is increased. The Maith carg practmuner who uses this medication in pediatric
panems shuuld be aware of and follow accepted pmf&ssional guidelines for pedistric sedation appropriata to their situation.
VERSED should not he administered by xamd injection in the neonatal population, Severe hypotension and Seizines have been reported foilow:nu rapid IV administration,
particularly, with concomitant use of fen

Geriatrie Use: Because geriatrie panems may have altersd drug distribution and diminished hepatic and/or renal function, reduced doses of VERSED ara recommended
Intravenous and intramuscular doses of VERSED should e decreased for elderly and for debifitated patients (see WARNINGS and DOSAGE AND ADMINISTRATION) and
subjects over 70 years of age may be &arﬂcularly sensitive, These patients will also probably take longerto recover cumnlet % after VERSED ‘administration for the induc-
tion of ar}esmﬁ w&?mmsﬁg«m gf mVEFlgtE)f glg.l y andltgr Mg‘t'l-nék a'sumlnal m has heen associated with rare repat;ﬂss dezim\ }nél;ar circumstances
compatible wi jorespiratory depression. in most of thesa cases, the patients afso receil rwmalnenmussystemdapms capabie of depressing respira-
tion, especially narcotics (see DOSAGE AND ADMINISTRAT[O ). # P

Specitic dosing and monitoring quidelines for geriatric patients are provided in the DOSAGE AND ADMINISTRATION section for premedicated patients for sedatiory
anxiolysis/amnesia following IV and M administration, for induction of anesthesia following IV administration and for continuous infusion.

ADVERSE REACTIONS: Ses WARNINGS cancerning sericus cardiorespiratory evenis and possible paradaxical reactions. Fluctuations in vital signs wers the most fre-
quently seen findings following parenteral administration of VERSED in aduits and included demwed tidal volume and/or respiratory rate decrease (23.3% of patients fol-
lowing 1V and. 10.8% of patients following IM administration) and apnea {15.4% of patients followmg W admlmstratlun) as weil as variations in blood
pmsurew ﬂd gugs;e m?}ﬂe’cgi‘:n r:a; ‘gf oﬁ:uurs B:sdlvers& effects, particularty those ﬁum with il);y&?nan a?dln ventilation, have beem?‘1 reported when VERSED i n;s admﬁlt;
istered ng the central nervous m. The incidance of events is atiants oing procedures imvalving
airway without the protestive effect of an endotracheal fube (eg, tlpw eu%s&py antal procadures). gher in § g




VEASED® {midazolam HCY)

Adults: The following additional adverse reactions wera reparted after intramuscular administration:
headache (13%) Local effects at IM Injection site
pain (37%
Hduration (0.5%)
redness (0L5%)
. . musela stifiness (0.3%)
?g{xai;iesstrqﬂ?n ofdgM VEBSE{J ta elde;ity;‘ andfor higger pr:ijl( ni‘snglm pmienasoglas be:ga‘ associated sygtﬂh rgm mponé of aez?th ;xgder circumstances compatible with
piratory depression. In most of thesa cases, the patiel S0 received otfier ce nervous system depressants capaiife of depressing respiration, especiatly nar-
catics (se¢ DOSAGE AND ADMINISTRATION). - ’ : pecily
The fallowing additional adverse reactions wers reported subsequent to intravenous administration as a single sedative/anxiaiytic/amnestis agent in aduit patients:

hiccoughs (3.9%) Local effects at the IV site :
"a‘nﬁa (2.?/ tlmgéu“ﬁss (siggz); (50%)
vomiting (2.6% pain during injection A
coughing (13% rednass (2.6%!
Sversaaion” (16% : prpaeA N

headache (15% phiebitis (0.4%}
drowsiness (1.2%)

- Pediatric: Patlents: The 1olliowlng adverse events related 1o the use of IV'VERSED in pediatric Hatients were reported in ihe medical iterature: desaturation
sion 27%,

4.6%, apnea 2.8%, %, loxical reactions 20%, hicoough 12%, seizure-lke activity 11% and nystagmus 11%. The majcrity of airway-related events

cccurr:g in patients hrgcmg other CNSpger;dmsing medications and in patigns where VERSED was m':tty used as a s?nyghgedatkag agent. rejury

Neanates: Far information concering hypotensive episodes and seizures fallowing the administration of VERSED to necnates (see Roxed WARNING, CONTRAINDICATIONS,

WARNINGS and PRECAUTIONS). . )

Other adversa experiences, abserved mainly following IV Injection as a single sedative/anxiolytic/amnesia agent and occurring at an incidance of <1.0% in 2duit and pediatri

patients, are as follows: . .

Respiratory: Laryngospasm, hronchospasm, dyspnea, hyperventiation, wheezing, shallow respirations, airway obstruction, tachypnea

Cardiovascular: Bigeminy, premature ventricular contractions, vasovagal episade, bradycardia, tachyeardia, nodal rhythm

Gastrolntestinal: Acid taste; excessive safivation; retching

CNS/Neuromuscular: Retrograds amnesia, euphoria, hallucination, confusion, argumentativeness, nervousness, anxiety, grogginess, restlessness, emergence deliium ar

agitation, prolonged emergence from anesthesia, dreaming during emergence, sieep disturbance, insomnia, nightmares, athetoid movements, sefzure-fike activity, ataxia,

dizziness, dysphoria, slurred speech, dysphonia, paresthesta ) :

Ifézﬁcﬁl“sﬂds:s.;salmmd vision, diplopia, nystagmus, pinpoint pupils, cycllc movements of eyelids, visual disturbanca, difficulty focusing eyes, ears blocked, loss of balance,
- g .

Integumentary: Hive-fike elevation at injection site, sweling or feeling of burning, warmth or coldness at injection site

Hypersensitivity: Allergic reactions Including anaphylactoid reactions, hives, rsh, pruritus

Miscellangous: Yawning, lethargy, chills, weakness, toothache, faint fesling, hematoma

DRUG ABUSE AND DEPENDENCE: Midazolam Is subject to Schedule IV control Under the Controlled Substances Act of 1970,

Midazolam was actively self-administered in primate models used t0 assess the positive reinforcing effects of psychoactive drugs.

Midazolam produced physical dependence of a mild to moderata intensity in cynomaigus mankeys after 5 to 10 weeks af administration, Available data concéming the drug
abusa and dependencs potential of midazolam suggest that its abuse potential is at least equivalent to that of diazepam.

Withdrawal symptoms, similar in character o those nated with barbiturates and aicohol {convuisions, hallucintions, tremar, abdominal and muscle cramps, vomiting and
sweating), have cccurred following abrupt discontinuation of benzodiazepines, incliding midazolam. Abdominat distention, nausea, vomiting, and tachycardia are prominent
symptoms of withdrawal in infants. The more severe withdrawal symptoms have usually been limited to those patients who had received excessive doses over an extended
period of time. Generally milder withdrawal symptoms {eg, dysphoria and insomnia) have been reported following abrupt discontinuanes of benzodiazepines taken continu-
ously at therapeutic levels for several months. Consequently, after extended therapy, abrupt discontinuation should generaily be avoided and a %;adual dosage tapering
schedule followed. Thers is no cansensus in the medical literaturs segarding tapering scheduiss; therafore, practitioners are advised o individualize theragy to mest patient’s
needs. In some case reports, patients who have had severe withdrawal reactions due to abrupt discontintiation of high-doss long-term midazolam, have heen successfully
weaned off of midazolam oves a period of several days.

DVERDOSAGE: The manifestations of VERSED overdosage reported are similar to those observed with other benzodiazepines, includin% sedation, somnolence,
conf:lts:(ziz.n. impaired coordination, diminished reflexes, coma and untoward effects on vital signs, No evidence of specific organ toxicity from VERSED overdosage has been
Tepol Lo

Treatment of Overdosage: Treatment of injectabla VERSED overdosage is the same as that followed for overdosage with other benzodiazepines. Respiration, pulse rate and
biood pressure shouid ba monitored and general supportive measures shoutd be employed, Attention should he given to the maintenanca of a patent airway and support of
ventilation, including administration of axygen. An intravenous infusion should bs started. Should hypotension develop, treatment may inciude intravenous fluid Vi
repositioning, judicious use of vasopressors appropriate to the clinical situation, if indicated, and other appropriate countermeasures. There is no information as to whether
peritoneal dialysis, forced diuresis or hemodialysis-are of any value in the treatment of midazoam overdosage. :

Flumazenil, a specific benzodiazepine-receptor antagonist, is indicated for the complete or partial reversal of the sedative effects of henzodiazepines and may be used in sit-
uations when an overdose with a henzodiazepine is known or suspected. There are anecdotal reports of reversal of adverse hemudynamic responses assocated with
VERSED foltowing administration of flumazenil to pediatric patients. Prior 10 the administration of Hlumazenil, necessary measures shauld be instituted to secure tha
airway, assure adequate ventilation, and establish adequate intravenous access. Flumazenil is intended as an adjunct o, nof as a substituta for proper management of ben-
zodiazepine ovesdose. Patients treated with flumazenil shouidt be monitored for resadation, respiratary. depression and other residual benzodiazepine effects for an appropri-
ate pariod after treatment. Flumtazenit will only reverse benzodiazepina-induced etfacts but will nat revarsa the etfects of other concamitant medicatlons. The reversal of
benzodiazepine effects may be associated with the onset of seizures in certain high-risk patients. Tha preseriber should ha awars of a risk of seizure in assaciation with
flumazenil freatmest, particutarly in lang-tarm henzodiazepine users and in cyells antidepressant averdosa. The complete flumazenil package insert, inciuding CON-~
TRAINDICATIONS, WARNINGS and PRECAUTIONS, should be consuited prior to use. .
DOSAGE AND ADMINISTRATION: VERSED is a potent sedative agent ﬂlatbtaglﬂms slow administration and individualization of dosais. Clinical experience has shown
VERSED t9 he 3 to 4 times as potent per mo a8 diazapam. BECAUSE SERIGUS AND LIFE-THREATENING CARDIDRESPIRATORY ADVERSE EVENTS HAVE BEEN REPORTED;
DETEET( 3 ECTION OF THESE REACTIONS MUST BE MADE FOR EVERY PATIENT TO WHOM VERSED INJECTION (S ADMINIS-

PROVISICN FOR MONITORING, 0N AND GOAH| ’

TEHED, REGAHDLESS OF AGE OR HEALTH STATUS. Excessiva s'mfla tlases or rapid Intravenous administration may resuil in respiratory degression, ahmlx abstruction
and/or asrest, The potential for these latter sffects is incraased n debilitaied patients, thoss raceiving concomitant medications cagabla of e CNS, and
patisnts withsut an endotvacheal tuhs but undergeing a procedure involving the upper airway such as endoscopy or dental (ses Boxed and NINGS).

Reactions such as agitation, involu miavements, hyperactivity and combativeness hava been reportad in 2duit and pediatric patients. Should such reactions occer, cau-
tion should be exercised befora conm‘g administration of VERSED (ses WARNINGS). P

VERSED should only he admiristered 1M or IV (sea WARNINGS).
Care should ba taken 10 avoid intra-arterial injection or extravasation (ses WARNINGS).

VERSED Injection may be mixed in the sama syringa with tha following frequently used premedications: morphine suifite, meperidine, atroping sulfatd or scopolamine.
VERSED, at 2 concentration of 0.5 mg/mL., is compatible with 5% dextrose in water and 0.9% sodhumn chlorids far up to 24 hours and with factated Ringer's solution for up
10 4 hours, Both the 1 mg/mL and 5 mg/mL. formulations of VERSED may be diluted with 0.9% sodium chioride or 5% dextmosa in watec




P

MONITORING: Patient response 1o sedative agants, and resultant respiratory status, is variable, Regardless of the intenided level of sedation or route of administration, seda-
tion is a contimuum: 2 patlent may move easily from light i deep sedation, with potential loss of protectiva reflexes. This is espacial&tme in pediatric patients, Sedative
doses shouid be individually titrated, taking into account patient ags, clinical status and concamitant use of other CNS deprassants. Cantinuoss monitoring of respiratory
and cardiag function is required (le, pulse oximetry).

Adufts and Pedfaties: Sedation guidelines recommend a careful presedation history to determing how a patiant’s underfying medical conditions or concomitant medications
might affect their response to sedation/analgesia as well as a physical examination including a focused examination of the airway for abnarmalities, Further recommenda-

tions inciude appropriate presedation fasting, . .

Titration to effect with muitiple small doses s essential for safe administration. It should be. noted that adequate time 10 achieve peak central nervous system effect
(3 1o 5 minutes) for midazalam should be altowed hetween doses to minimize the patertial for oversedation. Sufficient tima must clapse bstween doses of concomitant
sedative medications o allow the effact of each dose 10 be assessed before subsequent drug administration. This is an important consideration for all patients wha receive

Intravenous VERSED,

immediata availahility of resuscitativa drugs and age- and size-appropniate equipment and personne! trained in their use and skilled In airway management should be

assured (see WARNINGS).

FPediatrivs: For deeply sedated pediatric patients a dedicated Individual, other than the practitioner performiing the procedurs, should manitor the patient throughout the procedure.
Intravenous access is aot thought to be necessary for all pediatric patients sedatad for a diagnostic or therapeutic procedure becausa in some cases the difficulty of gaining

IV access would defeat the purpose of sedating the child; rather, emphasis shauld be placed upan having the intravencus equipment available and a practitioner skilled in
estabiishing vaseular access in pedatric patients immediately available, s p "o Fau p

USUAL ADULT DOSE
INTRAMUSCULARLY

For precperative sedation/anxioly-
sis/amnesia (induction of slezpi-
ness or drowsiness and relfef of
apprehension and to impair mem-
ory of perioperative events),

- For-Intramuscular- use; VERSED
should be injected desp in a large
fmuscle mass.

INTRAVENOQUSLY

Sedation/anxiolysisfamnesia for pro-
cedures (see INDICATIONS): l&ax—
cotic %rémedmation resuits in Iﬁss
vanability in paﬂent response and a
reduction in dosage of VERSED, For
peroral procedures, the use of an
appropriate topical anesthatic is
recammended. For bronchoscopic
procedures, the use of ti
premedication is recommanded.

VERSED 1 mo/mi formulation is
ragommended for sedation/anxic-
lysis/amnasia for pracedures to
facilitate siower injection. Both the
1 mg/mL and the § ma/mi for-
mulations may be diluted with
0.9% sedium chioride or 5% dex-
tfrose in water,

fnduction of Anesthesia:

For induction of genaral anesthe-
sia, before administration of other
anesthetic agents.

The recommended aremedication dose of VERSED for good risk (ASA Physicat Status ! & {1} adult patients below the age of
60 years is 007 to 0.08 mg/kg IM (approximately 5 mg IM) administered up o1 heur before surgery.
Tha dose must be individuallzed and reduced whay IM VERSED is administered to patients with chronic obstructive pulmonary dis-
aase, other higher risk surgical patients, gg‘t:t%mx 60 or mara years of aga, and patients who fave maeived concomitant narcatles or
other CNS depressants (see ADVERSE REACTIONS), In a study of patients 60 vears or older, who did not receive concomitant admin-

~jstration of narcatics, 2 t0'3 mg lé%uz 10 005 mg/kg) of VEASED produced adequate sedation during the praoperative period. The
dose of 1 mg IM VERSED may sutfice for some clder patlents if the anticipated intensity and duration of sedation is less critical. As
mﬂ‘\,éa% E%lote:mal respiratory depressant, these patients require gbservation for signs of cardierespiratory depression affer receiving
Onset is within 15 minutes, peaking at 30 to 60 minutes. It can ba administered concomitantly with atropine sulfate or
seopolarming hydrochieride and reduced doses of narcotics.

When used for sedation/anxiolysis/amnesia for a procedure, dosage must be individualized and titrated, VERSED should always be
titrated slowly; administer over at least 2 minutes and allow an additional 2 or more minutes o fully evaluate the sedative effect.
Indlvidual raﬁ&%nse will vary with age, physical status and concornitant madications, but may aiso vary independent of these
factors (see NINGS concerning cardiac/respiratory arresyairway obstruction/hypoventilation).

1. Healthy Aduits Below the Age of 80: Thrate siowly to the desired effect (eq, the initiation of slurred speech). Soms patients may
respond 1o as fittls as 1 mg. No more than 2.5 mg shouid be given over a period of at least 2 minutes, Wait an additional 2 cr more
minutes 1o fully evaluate the sedative eifect. If Rurther tiiration is necessary, continue to titrate, using small increments, ta the
appropriata level of szdation. Wait an additional 2 or more minutes after each increment ta fully evaluate the sedative effect, A tatal
dosa greater thant 5 mg is not usually necessary to reach the desirad endpoint.

If narcotic premedication or other CNS depressants are used, patients will require approximately 30% less VERSED than-unpremed-

icated patients. ‘
2. Patients Age 60 or Older; and Debilitated or Chronically Ilf Patisnts: Because the danger of hypoventilation, airway obstruction, or
apniea is greater in elderly palfents and those with chronic disease states or decreased pulmonary reserve, and because the peak
" - effect may take longer in these patients, increments should be smailer and the rate of injection slower,
Titrate stowly to the desired effect (eg, the initiation of slurred spesch). Some patients may respand 1o as fittla as 1 mg. No more
than 1.5 mg should be given aver a period of no less than 2 minutes. Wait an additional 2 or more minutes to fully evaluate
the sedative stfect. If additional titration is necassary, it shouid be given at a rate of no more than 1 mg over a period of
2 minutes, waiting an additional 2 or more minutes each time to fuily evaluate the sedative etfect. Total doses greater than
3.5 mg are not usuiaily nesessary. ’
If concomitant CNS depressant premedications ans used in thesa patients, they will require at least 50% less VERSED than healthy
young unpremedicated patients. . )
3. Maintengnce Dose: Additional doses to maintain the desired tovel of sedation may ba given in increments of 25% of tha dose used to
+first reach the sadative endpoirt, but again only by slow titration, especially in the elderly and chronically #l or debilitated patient. These
additional doses should ba given only aiter a therough clinical evaluation ciearly indicates the need for additional sedation,
Individual response to the drug Is variable, particularty when a narcotic premedication is not used. The dosaga should be tirated to
the desired effect according to the patfent's age and clinical status,
When VERSED is used befors ather intravenaus agents for induction of anesthesia, the initial dose of each agent may ba significarly
reduced, at times to as low as 25% of the usual initial dose of the individual agents.
Unpremedicatedd Patients: In the aisence of premedication, an average adult under e age of 55 years will usually yequire an initfal dosa of
4.3 10 0.35 ma/kg for induction, administered over 20 1o 30 seconds and allowing 2 minutes for effect. if needed to complets induction,
increments of appraximately 26% of the patient's initial dose may be used; induction may instead be campleted with inhatational anesthet-
ies. In resistant cases, up to 0.6 mg/kg total dose may be used for induction, but sueh largardnsesmy prolong recovery.
Unpremedicated patients over the age of 55 years usually require fess VERSED for induction: an initlal dose of 4.3 moskg Is recam-
mended. Ungmmedfnated patients with severa systemic diseasa or other debilitation usuaily require fess VERSED for induction. An ini~
tia} dose of 0.2 to 0.25 mg/kg wilt usually suffice; In some cases, as fittle as 015 mg/kg may suffice. .

Pramedicated Patients: When the patient has received sedative o narcotic premedication, particularty narcotic premadication, the

range of recommended doses Is 015 to 0,35 mg/kg.

In average adults helow the age of 55 vears, a dose of 0.25 mg/kg, administerad over 20 'o 30 seconds and allowing 2 minutss for
effect, will usually suffice,

The initial dose of 0.2 mg/kg is recommended for good risk (ASA | & If) surgical patients over the age of 55 years.
In some patients with severe systeric disease or dehifitation, as fittle as 015 mgrkg may suffice.

Narcaotic premedization freguently used during clinical trials included fentanyl {15 ta 2 uq/k% IV, administered 5 minutes before induc-
tion), morphine (dosa%‘e individualized, up to 035 mo/kg IM), and meperidine (dosage individualized, up o 1 mg/kg IM). Sedative pra-
medications were hydroxyzine pamoate (100 mq orally) and sodium secobarbital (200 mg orally). Except for

intravenous fentanyl, administered 5 minutes before induction, ail other premedications should be administared approximately
1 hour prior %o the time anticipated for VERSED induction.




Infectable VERSED can also be
used during maintenance of anes-
thesia, for surgical procedures, as
2 companent of halanced anasthe-
sla. Effestive narcctic premedica-
tlon Is especially recommended in
such cases,

"CONTNUOUS INFUSION

Far continugus infusion, VERSED
5 mg/mi. forsnulation Is regom-
miended dituted tg a concentration
of 0.5 mg/mi, with 5% sodium
chioride ar 5% dextrose in water

ED®
midazolam HC)

n

VERSED® (midazetam Hel)

Incremental injections of approximately 25% of the induction dose should be given in response to signs of lightening of anesthesia
and fepeated as necessary.

Il

25419545

Usual Aduit Dose: if a loading dose is necessary to rapidly inftiate sedation, 001 to 005 mg/kg gnmmdmatelv 0.5 0 40 mg for a typi-
caf adult) may be given skxsﬂy ar infused over st minutes. This dose may be repeated at 10 t0 15 minuta intervals until adequate
sedation is achieved. For maintenance of sedation, the usual inftial infusion rate is 002 to 010 mo/kg/hr (1 1o 7 ma/hr). Higher loading
or maintenance infusion rates may occasionally te required in soma patients, The lowest recommended doses should be used in
patients with residual effects fram anesthetic drugs, or in those concurrentiy receiving other sedatives or opicids, )

individual response to VERSED is variable, The infusion rate should be titrated to th desired level of sedation, taking into account the
patient’s age, cfinical status and current medications. In general, VERSED should be infused at the lowast rate that produces the
destred level of sedation, Assessment of sedation should b performed at reqular intervals and tha VERSED infusion rate adjusted up
ar down by 25% to 50% of the initial infusion rate so as to assura adequate titration of sedation leved, Larger adjustments or even a
small incrementat dose may be necessary if rapid changes In the level of Sedation are ingicated. In addition, the infusion rate should be
decreased by 10% to 25% every few hours o find the minimum effective infusion rate. Finding the minimum effective infusion rate
deereases the tal accumuiation of midazolam and provides for tha most rapid recovery onca the infusion is terminated, Patients
who exhibit agitation, hypertension, or tachycardia in responsa to noxious stimulation, but who are otherwise adequately sedated,

may benefit from concurrant administration of an opicld analgesic. Addition of an apioid will generally reduca the minimum effective
~~VERSEDTmigston Tt U

PEDAYRIC PATIENTS UNLIKE ADULY PATIENTS, PEDIATRIC PATIENTS GENERALLY RECEIVE INCREMENTS OF VERSED ON A MG/KG BASIS. As a group,
’ pediatric patients generally require higher desages of VERSED (mg/kg) than do adults. Younger (less than six vears) pediatric patients
ggg mauire higher dosages ?m g) than older pediatric patients, and may require close monitoring (see fables below). in obese
IATRIC PATIENTS, tha dose should be caiculated based on ideat body weight. When VERSED is given in conjunction with opiids
ar other sedatives, the vemenﬁal for respiratary depression, airway chstruction, ar hypoventilation is increased. For appropriate patient
moritaring see Boxed WARNING, WARNINGS, MONTORING subsection of DOSAGE AND ADMINISTRATION. The heatth care practition-
er who uses this medication in pediatric patients should be awave of and follow accepted professional guidetines for pediairic sedation
appropriate to their situation. . .
OBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION (QAA/S)
Assessment Categaries
R - [ FelE T s oo &
Resogglnds readly to name normal normal clear, no ptosis 5 (alert)
spoken in normal tane
Lethargic response to name mild slowing mild relaxation glazed or mild ptosis 4
spokan in normal tone ar thickening (less than haif the eye)
Responds only after name is slurring or marked relaxation glazed and marked plosis 3
calied foudly and/or repeatedly prominent siowing (stack jaw) {half the eye or more)
onds only after mifd few recognizable —_ L 2 -
pradding or shaking words
Does not respond to mild - — — 1 {deep sleep)
prodding or shaking

FREQUENCY OF OBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION COMPCSITE SCORES IN ONE STUDY OF PEDIATRIC PATIENTS UNDERGOMNG PROCEDURES

WITH INTRAVENOUS MIDAZOLAM FOR SEDATION
Age Range "
Vo) " OANS Score
1 (deep sleep) 2 3 4 5 {alert)
12 16 ] 4 3 3 0
(38%) (25%) (19%) (19%)
>2-5 2 9 s 8 0 g
XA (23%) (36%)
>542 kL) 1 6 22 5 1]
(3%) (18%) (85%) (15%)
>t247 18 M 4 u 0 0
(2%} (78%)
Total (17} (5 16 19 a7 8 0
(18%]} (21%) (52%) (9%}
INTRAMUSCULARLY LISUAL, PEDIATRIC DOSE (NON-NEONATAL)

For sedation/anxiolysis/amnesia
" prior to anesthesia or fogg)mce—
dures, intramuscular VERSED can

" of an intravenous catheter for titra-
tion of additional madication.

Sedation after Intramuseutar VERSED is age and dose dependent: higher doses may result in deeper and mora prolonged sedation.
Doses of 01 to 615 mg/kg are isually etfective and da ot prolong ance from general anesthesia. For more anxious patients,

emer q s
doses up to 0.5 mg/kg hava heen used. Althaugh not systematicaily studied, the total dose usually does nat exceed
10 mg. it VERSED is given with an apioid, the initial dose of each must be reduced. '




" INTRAVENOUSLY BY
INTERMITTENT INJECTION USUAL PEDIATRIC DCSE (NON-NEONATAL) i
For sedation/anxiolysis/amnesia It should be recognized that the depth of sedation/anxiolysis needed for pediatric patients d cedure to be per-
prior to and during procedures or formed, For axample, simple iight sedation/anxiaiysis in the precperative peried Is quita amm’in“m“ g}: E‘é'éi'éi'nﬁmn and analgggria
prior to anesthesia, required for an endoscopic procedure in a child. For this reason, there is a broad ranga of dosage. Far alf periatric patients, regardless
of the indications for sedation/anxiolysis, it Is vital to titrate VERSED and ather concomitant medications slowly 10 the desired clinical
gffact. The initiai dose of VERSED should be administered over 2 to 3 minutes. Since VERSED Is water
soluble, it takes approximately three limes {onger than diazepam to achieve peak EES effects, therefora one must wait an additional 2
1o 3 minutes 1o fully evaluate the sedativa effect before initiating a procedure or repeating a dose. If further sedation is necessary, con-
tinue to titrate with small increments until the appropriate level of sedation is achieved. If ather medications capabla of depressing the
CNS are coadministered, the peak affect of thasa concamitant medications must be considered and the dose'f?’vmsm adjusted. The
importance of drugy titration to effect is vital to the safe sedatfon/anxiolysis of the pediafric patient, The total dose of véasgn witf
depend on patient responss, the type and duration of the procedure, as well as the type and dose of concomitant medications.
1. Pediatric Patients Less Than 6 Menths of Aga: Limited information is available in non-intubated pediatric patients &
6 months of age. t is uncertain when the patient transfers from necnatal physiclogy to pediatric phygioluqy, m%mfor;s tmg
recommendations are unclear, Pediatric patlems less than 6 manths of age are uiarly vuinerable to airway obstruction and
hypoventilation, therefora titration with small increments to clinical effect and careful monitorng ara essential
2. Pediatric Patierts § Months ta § Years of Age: Initial dose 0.05 to 02 ma/kg; total dose up 1o 0.6 mi be
gg:'g;s‘llred endpoint but usually does not exceed 6 mg. Profonged sedation ang risk of t?ypwemila%,:g% be ansesc:é::ae% t\zrt;s%fhm
i 0ses. ’
3. Pegliatric Patfents 6 to 12 Years of Age: \nitial dose 0025 to Q05 mg/kg; totet dose up to 04 mosk ba needed to reach
desired endpoint but usq;i}y »dqgg not exceed 10 mg. Prolanged sed§tion and risk ntptlylz_oyenﬁlanu% % ] assuciamdmfv‘i%h m -

- higher doses. :

4, Pediatric Patlents 12 to 16 Years of Age: Should be dosed as aduits. Prolonged sedation may be-associated with higher doses;
some patients in this age range wil} require higher than recommended adult doses but 1he total dose usually does not axceed 10
mg. '

The dosa of VERSED must be reduced in patierts premedicated with opioid or other sedativa agents including VERSED. Higher risk or

ﬁ“ebimaled patients may require lower dosages whether or not concomitant sedating medications have heen administered (see WARN-

CGONTINUOUS -

INTRAVENGUS INRISION USUAL PEDIATRIC DCSE (NON-NEONATAL) - ) :

For sedation/anxiolysis/amnesia To initiats Sedation, an intravenous loading dose of 005 to 0.2 ma/kg administered gver at least 2 1o 3 minutes can ba used to estab-

in critical care settings. lish the desired clinical effect IN PATIENTS WHOSE TRACHEA IS INTUBATED. (VERSED should not be administered as a rapid intra:

venous dose.) This loading dose may he foflowed by a continuous intravenous infusion to maintain the effect. An Infusion of VERSED
has been used in patients whosa trachea was intubated but who were aliowed to breathe spontanecusly. Assisted ventitation is recom-
mended for pediatric patients who are receiving other cantral nervous systam depressant medications such as opioids, Based on phar-
macokinetic parametars and reported clinical experience, continuous intravenous infusions of VERSED should be initiated at a rate of
006 o 012 mg/kg/hr (3 1o 2 paskg/min). The rate of infusion can be increased or decreased aggenqra}iy 25% of the initial or subse-
guem infusion rate) as required, or supplemental intravenous doses of VERSED can ba administered to increase or maintain tha
esired effect. Frequent assessment at regular intervals using standard pair/sedation scafes is recommeanded. Drug elimination may be
delayed In patients receiving erythromycin and/or other P50 3A4 enzyme inhibitors (ses PRECAUTIONS: Drug Interactions) and in
gaﬁents with liver dysfunction, low cafdiac output (especially thuse requiring inctropic support), and in neanates. Hypoiension may
e observed in patients who are critically ilf, particularly those receiving apioids and/ar when is rapidly administered.
When initiating an infusion with VERSED in hemodynamically compromised patlents, the usual loading dose of VERSED should be
titrated in small increments and the patient monitored for iemodynamic instability (eg, hypatension). These patients are also vulnera-
bie 1o the respiratory depressant effects of VERSED -
and require careful mMonitoring of respiratory rate and ’
CONTINUQUS wygen saturation.

INTRAVENOUS INFUSION USUAL NECNATAL DOSE .
For sedation in critical care set- Based on pharmacokinstic parameters and reported .
tings. clinical experience in pretenn and term neonates

WHOSE TRACHEA WAS INTUBATED, continuous |

intravenous infusions of VERSED should be initiated
at a rate of 0.03 mg/ko/hr (0.5 ug/kg/min) -
In neonatas <32 weeks and 0.06 mag/kg/hr
{1 ya/ko/min) in neonates >32 weeks. Intravenous
loading doses should not be used in pecnates, rather the infusion may be run more rapidly for the first several hours 1o estabiish
eute plasma levels, The rate of infusion should be carefully and frequently reassessed, particularly atter the first 24 hours so
.5 10 administer tha lcwest possibia effective dose and reduce the potenttal for drug accumiation. This is particularty important
bhecause of the potential for adverse effects refated to metabolism of the benz¥l aicohol (see WARNINGS: Usage in Preterm Infants
and Neonztes), Hypotension may be ahserved In patlents who-are critically iil and in preterm and ferm infants, particularly thoss
receiving fantanyl andjor when VERSED is administered rapidly. Dus to an increased risk of apnea, extreme caution is advised when
seda.tlng preterm and forener preterm patients whose trachea is not intubated.
Note: Parenteral drug products slmulfi be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit.
HOW SUPPLIED: Packaga configurations containing midazolam hydrachloride equivalent to 5 mg midazofam/mi:
+mi vials {5 mg) — boxes of 10 (NDG 0004-1974—01&: 2-ml. vials {10 mg) ~- boxes af 10 (NDC 0004-1973-01); 5-m. vials (25 mg&—— boxes of 10 (NDC 00044975~
01); 10-mi viais. éig mg) — boxes of 10 (NDC 0004-1946-01); 2-mL Tel-E-Ject® disposable syringes (10 mg) — box of 1 (NDC 0004-1947-08); — package of
10 boxes (NDC 0004-19470t). :
Package configurations containing midazelam hydrochiorids equivalent to 1 myg midazolam/mb:
2-mi. viais (2 mg) — boxes of 10 {NDG 0004-1998-06); 5-mL vials (5 mg) — boxes of 10 (NOC 0004-1999-61); 10-mL vials {10 mg) — boxes of 10 (NDC 0004-2600-C6),
Store at 53° to 86°F (15° 0 30°C). . :
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